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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
9/14/2009 has been entered. 

Status of Application, Amendments, And/Or Claims 

The amendment of claim 1 6 and 21 , and the addition of claims 32-48 have been made 
of record. 

Claims 16, 18, 21-26 and 32-48 are pending and under examination. 

Information Disclosure Statement 
The IDS filed on 9/14/2009 has been considered. 

Claim Objections 
Claim 16 is objected to because of the following informalities: 
The Examiner suggests that syntax of claim 16 can be improved by replacing the 
term "periodontal disease" with the term "a periodontal disease". 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 35 and 36 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Regarding claims 35 and 36, the sentence is incomplete either by missing a 
period at the end or part of sentence including a period. Therefore, the metes and 
bounds of the claims can not be determined. 

Response to Arguments 
Claim Rejections - 35 USC § 103-withdrawn 

The rejection of claims under 35 U.S.C. 103(a) as being unpatentable over 
Gradstein et al (US Patent No. 5,162,111) in view of Grzybowski et al (Int. J. 
Pharmaceutics 1 84: 1 79-1 87, 1 999) and further in view of Sampathkumar (US Patent 
No. 4,804,530) is withdrawn in view of applicants' arguments and which have been fully 
considered and are persuasive. However, upon further consideration, a new ground(s) 
of rejection under 35 USC 102 (b) is made in view of US Patent No. 5,976,523 or US 
pub. No. 20070105824. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

It is noted to applicants that the Examiner is interpreting that the claim is 
missing a period at the end. 

Claims 16, 22-26, 36-42, and 48 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Awaya et al (US patent No. 5,976,523). 

The instant claims are broadly drawn to a method of treating a mammal suffering 
from a periodontal disease or inducing tooth calcification comprising locally 
administering by injection in the proximity of the periodontal disease a therapeutically 
effective amount of a composition comprising at least one granulocyte-macrophage- 
colony stimulating factor (GM-CSF) polypeptide (claim 16), wherein the composition the 
composition comprises 5-800 ug of GM-CSF per unit dosage (claims 22-23, 38-39), 
wherein the composition is administered at intervals ranging from once a day to once 
every third week (claims 24, 40), wherein the composition is administered a total of 1 to 
3 times for a period of one week (claims 25, 41), wherein the composition comprises a 
therapeutically effective amount of at least one other active ingredient (claims 26, 42), 
wherein the mammal is a human (claims 36, 48). 

Awaya et al teach a method for healing compromised tissues, including 
periodontal damage comprising administering a composition of formula (1) or (2) (see 
claim 1) and further comprising additional substance selected from a list of growth 
factors which includes GM-CSF (see claim 15). Therefore, the teachings of Awaya et al 
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meet the limitations of claims 16, 26, 37 and 42. Awaya et al teach that the composition 
contains generally 0.1 to 2000 mg per unit dosage form (see col. 9, lines 22-23) which 
meets the limitations of claims 22, 23, 38 and 39. Awaya et al teach that the suitable 
number of administration is usually 1 to 4 daily (col. 9, lines 34-35) which meets the 
limitation of claims 24, 25, 40 and 41 . They teach that the amount of the compound can 
be actually determined by a physician depending upon patient body weight and age 
etc., which meets the limitation of claims 36 and 48 (col. 9, Iines28+). Therefore, the 
prior art implicitly or explicitly anticipates the instant invention. 

Claims 16, 18, 22-26, 36, 37, 40-42, and 48 are rejected under 35 U.S.C. 102(e) 
as being anticipated by Erickson-Miller et al (US pub. No. 20070105824). 

The instant claims are broadly drawn to a method of treating a mammal suffering 
from a periodontal disease or inducing tooth calcification comprising locally 
administering by injection in the proximity of the periodontal disease a therapeutically 
effective amount of a composition comprising at least one granulocyte-macrophage- 
colony stimulating factor (GM-CSF) polypeptide (claim 16), wherein the periodontal 
disease is gingivitis or periodontitis (claims 18, 37), wherein the composition the 
composition comprises 5-800 ug of GM-CSF per unit dosage (claims 22-23, 38-39), 
wherein the composition is administered at intervals ranging from once a day to once 
every third week (claims 24, 40), wherein the composition is administered a total of 1 to 
3 times for a period of one week (claims 25, 41), wherein the composition comprises a 
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therapeutically effective amount of at least one other active ingredient (claims 26, 42), 
wherein the mammal is a human (claims 36, 48). 

Erickson-Miller et al teach a method of treating degenerative disease/injury 
selected from periodontal disease, gingivitis, tooth loss and metastatic bone disease 
(claim 5) in a mammal in need thereof comprising administering a compound selected 
from claim 10 and further comprising co-administering an agent such as GM-CSF (claim 
16). Erickson-Miller et al teach administering a selected dose from 1-6 times daily 
parenterally or orally [0325]. The teach administering a dose by injection or continuous 
infusion. They teach that oral dosage units for human administration preferably contain 
from 0.05 to 3500 mg of active compound [0325]. They teach that optimal dosages to 
be administered may be readily determined by those skilled in the art [0326]. Therefore, 
the prior art of record implicitly or explicitly anticipates the instantly claimed invention. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 21, 32-35 and 43-47 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Awaya et al (US patent No. 5,976,523) in view of O'Uchi et al (US 
Patent No. 6,682,718); or Erickson-Miller et al (US pub. No. 20070105824) in view of 
O'Uchi et al (US Patent No. 6,682,718). 

The instant claims are broadly drawn to a method of treating a mammal suffering 
from a periodontal disease by administering a composition comprising GM-CSF wherein 
the composition is administered by injection through the mucosal lining of the gingiva or 
application in a periodontal pocket (claims 21, 43), wherein the composition is 
administered by injection into the alveolar mucosa (claims 32, 44), wherein the 
composition is administered by injection into the sublingual mucosa (claims 33, 45), 
wherein the composition is administered by injection into the palate part (claims 34, 46), 
and wherein the composition is administered by injection between the periosteum of the 
alveolar bone and the alveolar mucosa (claims 35, 47). 

The teachings of Awaya et al or Erickson-Miller et al are summarized as set forth 
above. Neither Awaya et al nor Erickson-Miller et al teaches injecting a composition 
through the mucosal lining of the gingiva, into the alveolar mucosa, into the palate part, 
or between the periosteum of the alveolar bone and the alveolar mucosa. 

O'Uchi et al teach periodontitis is a disease in which chronic gingivitis progresses 
and inflammation is also spread to periodontal tissues other than gingiva, which 
accompanies progressive destruction of periodontal tissues (col. 1 , Iines13+). Clinically, 
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chronic inflammation of gingiva, bleeding from periodontal pockets, alveolar bone 
resorption and the like are observed, and it is known that mobility and movement of 
teeth occur as the destruction advances, finally causing spontaneous loss of a tooth or 
a necessity of tooth extraction (col.1 , lines 15+). O'Uchi et al teach that topical injection 
into periodontal tissues around alveolar bone, namely into gingiva, alveolar mucosa, 
sublingual mucosa, palate part and the like, is most desirable as a method for 
transferring a drug to the alveolar bone. However, since the periodontal tissue around 
the alveolar bone where topical injection of a drug can be actually carried out is very 
small, the volume that can be administered is limited, and there is a possibility of 
causing patients a pain, so that further improvement of the administration method is 
desired (col. 4, lines 25+). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 
art at the time of the invention was made to administer a composition taught by either 
Awaya et al or Erickson-Miller et al through the mucosal lining of the gingiva, into the 
alveolar mucosa, into the palate part, or between the periosteum of the alveolar bone 
and the alveolar mucosa as taught by O'Uchi et al. One of ordinary skill of the art would 
have been motivated to administer the composition of either et al or Erickson-Miller et al 
through the mucosal lining of the gingiva, into the alveolar mucosa, into the palate part, 
or between the periosteum of the alveolar bone and the alveolar mucosa because 
O'Uchi et al teach that a periodontal disease is chronic gingivitis spreads to periodontal 
tissues and includes chronic inflammation, bleeding from periodontal pockets or alveolar 
bone resorption and therefore, one would administer a composition locally in 
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surrounding areas to be more effective. One would have a reasonable expectation of 
success in treating a periodontal disease by administering a composition taught by 
either Awaya et al or Erickson-Miller et al through the mucosal lining of the gingiva, into 
the alveolar mucosa, into the palate part, or between the periosteum of the alveolar 
bone and the alveolar mucosa because the said administration method would be in 
surrounding areas of said periodontal disease and thereby more effective. Thus, the 
invention as instantly claimed is prima facie obvious in view of combined teachings of 
the prior art of record. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GYAN CHANDRA whose telephone number is 
(571)272-2922. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol can be reached on (571 ) 272-0835. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Gyan Chandra/ 
Examiner, Art Unit 1646 



